 (5, 6, 8, 11, 13, 18, 20, 21, 25, 26, 34, 35, 41, 42, 45) 
MATERIALS AND METHODS

General Considerations
It is well known that some acid dyes can selectively iron colloid which at pH between 3 and 6 revealed the outermost amino groups of the cell surface membrane; however, it tended to become very unstable beyond these pH limits.
To make this sol stable within a wide pH range (4 to 12) and subsequently to check its new affinity toward either the side chain amino groups at pH 4.5 or basic proteins and histones at pH 10.5, in our previous study we (a) The disadvantage of this differential method as a probe to elucidate the chemical organization of compact and thin structures such as cell surface membranes is the large size of colloidal iron particles (4 nm). However, it is possible that the affinity at pH 10.5 of negative colloidal particles toward basic proteins and histones might depend on the particle diameter.
The action of any protein upon a negative colloidal particle theoretically should show either pH dependence or both pH and particle diameter, according to whether the particle is located outside of or in the macromolecular packing of the protein. and n, and n2 are their average concentrations, respectively.
(c) The closest approach that a small spherical ion of radius i r can make to the protein is the distance b = a + r ( Fig. 1) . (d) The sphere is impenetrable to the medium in which it is immersed.
(e) The distance between the centers 0 and M can vary within the limit b < r < . Such a system allows for the calculation of the potential at point M whereby the movement of the particle can be anticipated. Given a cation with charge +1 located at point 0 and a small spherical volume dv around point M (Fig. 1 To obtain selective visualization of basic proteins at the ultrastructural level, it is essential to induce a maximum potential barrier around acidic proteins, even if doing so reduces the attraction potential of basic proteins to zero. For this reason in our previous study (31) we determined that the most effective way to stain histones selectively with the negative iron colloid was to use it at pH 10.5.
2. The point M is not far from or is inside the protein.
When the negative colloidal particle is near or inside the macromolecular packing, considered to be spherical from the previously stated hypothesis, it is necessary to take both the secondary structure of the polypeptide chain and the size of the colloid into account to delineate the limitations as well as the possibilities of binding with ionogenic residues. As-sume that there is a polypeptide chain having a-helix configuration (diameter, C; winding pitch, d) and a colloidal particle with center M and radius e (Fig. 2 ). If the protein is basic, irregardless of the values c, d and e, the particle can come into contact and bind with at least one positively charged group
Gn because of the high rate of basic amino residues distributed along the helix. But if the protein is acidic and the particle has passed through the potential barrier surrounding it, the possibility of binding then depends upon both the steric hindrance effect and particle diameter, e.g., a protein like a-keratin (c, 1 nm; d, 0.5 nm). A particle having a diameter of 4 nm, because of its size, inevitably comes into contact with several groups Gn. Now there is a high probability that most of these groups are acidic and hydrophobic. It is therefore probable that these groups repel the larger particle.
But binding occurs readily when the particle has a smaller diameter (1 nm) because the helicoidal disposition of groups Gn (Fig. 2 ) allows it to bind with one basic group Gn in spite of the low rate of basic amino residues.
Consequently, it is advisable to choose a particle having a relatively large diameter (3-4 nm) for the purpose of revealing basic proteins.
By making use of the colloidal particle diameter factor for improving selectivity in the ultrastructural . (4.5 or 9) ( Fig.  3, a, b and c) .
Moreover, this band of colloidal particles did not appear to be modified when esterified rat liver tissue and cells were also treated with phospholipase C or by lipid extraction (Fig. 3, d and e).
Staining with stannic acid sol:
This new electron-dense marker did not seem to damage the cellular morphology (Fig.  4c ). With the various types of controls, it did provide results that were similar in all respects to those described above.
Only esterified cells were bordered by a continuous band of deposit probably located in the macromobecular network of the outer hydrophilic leaflet (Fig. 4, a, b, c and d) . of the most hydrophilic residues being exposed to the aqueous medium outside (2, 3, 6-8, ii, 13, 18, 21, 25-27, 30, 34, 35, 41, 42 no deposit is seen on the cell surface in spite of the distribution of colloidal particles within the nucleus (No) (arrow) suggesting that penetration through the surface membrane occurs; x35,000.
